Supplemental Table 3. Effect of smoked cannabis on neurocognitive function: laboratory studies

Age (years) . Time (h)
Cannabis .
Task THC Dose N MeanzSD, Histor Measure After THC Outcome Relative to | Ref.
[Range] y Dosing
Memory
Two 3.6% >1x/Month;
THC joints; 10/14: >100 # Words 1951 &b
Free recall 4 puffsfjoint 14 | 245, [21-34] lifetime recalled 1.25-1.5 ns Placebo (56)
spaced by 2 h occasions
Distance/Time Perception
Estimated
time & . .
distanceto | 13,17mg |14 | 27+7.45 ?Olrjfgnve ‘;i-‘g e'sjt'fr’:]zrt‘foen ~1.05° ns Placebo | (62)
approaching =Y
car
Estimated
time & . .
distance to 13,17mg | 14 | 27+7.45 fgr‘]f;m/e daarz estiTr:]”;gon ~1.25° ns Placebo | (62)
approaching =Y
car
Two 3.6% >1x/Month; Respond Underproduction
Time THC joints (4 i 10/14: >100 | when believe 4 ogb (estimated time
production puffs/joint) 14 | 245, [21-34] lifetime 30, 60, 120 1.25 intervals shorter Placebo (56)
spaced by 2 h occasions sec elapsed than targets)
Logical/Mathematical Reasoning Skills
. # Blocks
WCS 13 mg 14 27+7.45 ?olrjfgm/eiz completed ~0.75% (16 6-\2217 8) Placebo (62)
=Y without error o
. # Blocks
WCS 17mg |14 | 274745 ?grgm/e ‘i-‘; completed ~0.75° s o . Placebo | 59
=Y without error o
. # Non-
WCS 13 mg 14 27+7.45 ?grfgn}t]gz perseverance ~0.75% (@ 3+\/1§ 13 2) Placebo (62)
B errors ) T




Age (years)

Time (h)

Task THC Dose N | MeanzSD, CS _nnabls Measure After THC Outcome Relative to | Ref.
istory .
[Range] Dosing
> Joint/day # Non- +2.1
WCS 17 mg 14 27+7.45 " perseverance ~0.75% ' Placebo (62)
for >5 years oITOrS (5.3vs.3.2)
>1 Joint/day # Total _ a +1.2 Placebo
WES 13 mg 14 27145 for >5 years errors 0.75 (5.0 vs. 3.8) (62)
>1 Joint/day # Total - +1.9
WCS 17 mg 14 27+7.45 for =5 years eITOrS 0.75 (5.7 vs. 3.8) Placebo (62)
Two 3.6% >1x/Month;
THC joints; 10/14: >100 Percentage 1 o1 B -4.8% Before
DSST 4 puffs/joint 14 | 245, [21-34] lifetime correct 1.25-15 (91.3vs. 96.1%) | drug dose (56)
spaced by 2 h occasions
Two 3.6% >1x/Month;
Backward THC joints; 10/14: >100 1 o1 ED Before
digit span 4 puffs/joint 14 | 245, [21-34] lifetime h 1.25-15 ns drug dose (56)
spaced by 2 h occasions
Two 3.6% >1x/Month; True/False
Logical THC joints; 10/14: >100 statements _ b Before
reasoning 4 puffs/joint 14 245, [21-34] lifetime about letter 1.25-15 ns drug dose (56)
spaced by 2 h occasions pairs
Decision-Making
. >1 Joint/day DeCiS.ion
Gambling 13, 17 mg 14 27+7.45 ” making ~1.0°% ns Placebo (62)
for >5 years
speed
Percentage
: >1 Joint/day choices of e
Gambling 13 mg 14 27+7.45 for =5 years less likely 1.0 ns Placebo (62)
outcomes
Percentage
. >1 Joint/day choices of M significantly
Gambling 17 mg 14 27+7.45 for =5 years less likely 1.0 higher Placebo (62)
outcomes
Tower of 250 gk o0 | 999 =Sxinpast | # Correct 0.75 21411 Placebo | (41)
London (~17.5 mg) year decisions




Age (years) Cannabis Time (h)
Task THC Dose N | MeanzSD, Hi Measure After THC Outcome Relative to | Ref.
istory .
[Range] Dosing
Tower of 250 pa/kg i >5x in past # Correct i
London (~17.5 mg) 20 19-29 year decisions 1.75 2.2+1.1 Placebo (41)
nowerof | ZSOMOKG 55| 19.59 25xinpast | # Correct 5.75 +0.3:0.8 Placebo | (41)
ondon (~17.5 mg) year decisions
Tower of 00 kg 1 5g | 1999 zS5xinpast | # Correct 0.75 -2.6+0.59 Placebo | (41)
London (~35 mQ) year decisions
rowerof | S00OKG 50| 19-29 25xinpast | # Correct 175 3.241.0 Placebo | (41)
ondon (~35 mg) year decisions
Tower of 500pokg 155 | 999 =Sxinpast | # Correct 5.75 -1.0£0.9 Placebo | (41)
London (~35 mQ) year decisions
<1Day/week,
55+36
Tower of 500 lg/kg 12 22.842.3 occasions/year, # Cpr_rect 1.0 ns Placebo (5)
London (~35 mg) 19405 decisions
joints/occasion
<1Day/week,
55+36
Tower of 500 jig/kg 12 22.842.3 occasions/year, RT 1.0 ns Placebo (5)
London (~35 mg) 19405
joints/occasion
>4 Days/week
in past year,
Tower of S00pokg 145 | 939433 340+86 # Correct 1.0 ns Placebo | (5)
London (~35 mg) occasions/year, decisions
2.3x1.2
joints/occasion
>4 Days/week
in past year,
Towerof | 500 g/kg | 15 | 939433 340+86 RT 1.0 ns Placebo | (5)
London (~35 mg) occasions/year,
2.3x1.2

joints/occasion




Age (years) Cannabis Time (h)
Task THC Dose N | MeanzSD, Hi Measure After THC Outcome Relative to | Ref.
istory .
[Range] Dosing
>4 Days/week
in past year,
Tower of 400 pa/kg 23.2+8.4[19- | 373.7+x101.6 # Correct i Before
London (~28 mg) 21 38] occasions/year, decisions 117317 ns THC dose (63)
5.0£3.9
joints/occasion
>4 Days/week
in past year,
Tower of 400 pg/kg 23.248.4[19- | 373.7t£101.6 Before
London (~28 mg) 21 38] occasions/year, RT 117-3.17 ns THC dose (63)
5.0£3.9
joints/occasion
Integrated
Virtual Maze 13,17 mg 14 27+7.45 21 Joint/day Com_pletlon Immedl'ately ns Placebo (62)
for >5 years time after vitals
. Mean # wall .
Virtual Maze 13 mg 14 27+7.45 z1 Joint/day collisions Immedl_ately ns Placebo (62)
for >5 years : after vitals
per trial
. Mean # wall .
Virtual Maze 17 mg 14 27+7.45 21 Joint/day collisions Immedl'ately 2.6 Placebo (62)
for >5 years - after vitals (5.5vs.2.9)
per trial
. Mean # wall .
. >1 Joint/day . Immediately +2.3 13 mg
Virtual Maze 17 mg 14 | 27+7.45 for =5 years C&Ialrl?r?a?ls ofter vitals (55Vs. 3.2) THC (62)
CTT 250 gk 1 og | 999 25X in past A 0.25 -0.2120.13 Placsbo | (41)
(~17.5 mg) year rad/sec
CTT 2501g/kg | 50 | 19.99 =3% In past e 1.25 -0.40+0.16 Placebo | (41)
(~17.5 mg) year rad/sec
CTT 250 pg/kg 20 19-29 >5x in past e 395 -0.18+0.13 Placebo (41)
(~17.5 mg) year rad/sec
CTT 2501g/kg | 50 | 19.99 =3% In past e 5.25 0.17x0.13 Placebo | (41)
(~17.5 mg) year rad/sec




Age (years) . Time (h)
Cannabis .
Task THC Dose N | MeanzSD, Histor Measure After THC Outcome Relative to | Ref.
[Range] y Dosing
CTT S(Qgg‘gf‘g‘? 20 19-29 zsxyg;fa“ e 0.25 'O'rf,g,iﬂfl Placebo | (41)
CcTT 5(9(3’;%;? 20| 1929 e A 1.25 050017 Placebo | (41)
CTT S(Qgg‘gf‘g‘? 20 19-29 zsxyg;fa“ e 3.25 _0}2(71/152'(;13 Placebo | (41)
CTT 500pokg 156 | 999 25X in past Ac 5.25 -0.48x0.08 Placsbo | (41)
(~35 mg) year rad/sec
<1Day/week,
500 pglk 5536
CTT (~35H ?n )g 12 22.8+2.3 occasions/year, Ac 0.17 ~-0.7 rad/sec Placebo (5)
g 1.2+0.5
joints/occasion
<1Day/week,
500 pg/k 5536
CTT (~35“ ?n ? 11 22.8+2.3 occasions/year, Ac 3.08 ~-0.6 rad/sec Placebo (5)
g 1.2¢0.5
joints/occasion
<1Day/week,
500 pglk 5536
CTT (~35” ?n )g 11 22.842.3 occasions/year, Ac 5.08 ~-0.2 rad/sec Placebo (5)
g 1.2+0.5
joints/occasion
<1Day/week,
500 pg/k 5536
CTT (~35M ?n ? 11 22.8+2.3 occasions/year, Ac 7.08 ~-0.4 rad/sec Placebo (5)
g 1.2+0.5

joints/occasion




Age (years) Cannabis Time (h)
Task THC Dose N | MeanzSD, Hi Measure After THC Outcome Relative to | Ref.
istory .
[Range] Dosing
>4 Days/week
in past year,
CTT
00Hakg | 15 | 232433 340186 - 0.17-7.08 ns Placebo | (5)
(~35 mg) occasions/year,
2.3x1.2
joints/occasion
>4 Days/week
in past year,
400 pg/kg 23.248.4 373.7+£101.6 Before
crT (~28 mg) 21 [19-38] occasions/year, Ae 0.3-3.3 ns THC dose (63)
5.0£3.9
joints/occasion
2 0% or 3.6% >1x/Month; Response to
THC joints (4 ) 10/14: >100 primary 1 o951 &b Before
DAT puffs/joint) 14 | 24.5,[21-34] lifetime target: hit 1.25-15 ns drug dose (56)
spaced by 2 h occasions rate
2 0% or 3.6% >1x/Month; Response to
paT | THOJOINS (4 1) | oy 5 (21347 | 10142200 ) W oriary | ~125180 ns Before 1 (s6)
puffs/joint) lifetime _ drug dose
. target: RT
spaced by 2 h occasions
2 0% or 3.6% >1x/Month; # Ealse
paT | THEJOINS (4 1y, | 545 [p1-34) | 10/14: >100 alam | ~1.25-15" +0.7 Before | (s¢)
puffs/joint) lifetime (1.6 vs. 0.9) drug dose
. responses
spaced by 2 h occasions
<1Day/week,
55+36 .
DAT 500 jig/kg 12 22.842.3 occasions/year, Tracking 0.33 ~+5.0 mm Placebo (5)
(~35 mg) 19+0.5 error

joints/occasion




Age (years) Cannabis Time (h) _
Task THC Dose N | MeanzSD, . Measure After THC Outcome Relative to | Ref.
[Range] History Dosing
<1Day/week, o
500 pg/kg 55+36 defetcz:t(i)orrr}escén
DAT 12 22.842.3 occasions/year, 0.33 ~-10% Placebo 5)
(~35 mg) 19405 secondary
joints/occasion task
<1Day/week
55+36
DAT S00Hakg 145 | 958493 | occasionsiyear, | T CONtrO! 0.33 ~ +39 Placebo | (5)
(~35 mg) 19405 losses
joints/occasion
>4 Days/week
in past year,
DAT 500pokg 145 | 939433 34086 Tracking 0.33 ns Placebo | (5)
(~35 mg) occasions/year, error
2.3+1.2
joints/occasion
>4 Days/week
in past year, % Correct
DAT 500pokg 145 | 939433 340+86 | detectionson |, o4 ns Placebo | (5)
(~35 mg) occasions/year, | secondary
2.3+1.2 task
joints/occasion
>4 Days/week
in past year,
DAT S00hakg 45 | 939433 340+86 # Control 0.33 ns Placebo | (5)
(~35 mg) occasions/year, losses
2.3x1.2

joints/occasion




Age (years) Cannabis Time (h)
Task THC Dose N | MeanzSD, Hi Measure After THC Outcome Relative to | Ref.
istory .
[Range] Dosing
>4 Days/week
in past year,
400 pg/kg 23.2+8.4[19- | 373.7+x101.6 # Control ) Before
DAT (~28 mg) 21 38] occasions/year, losses 0.5-2.5 Increased THC dose (63)
5.0£3.9
joints/occasion
>4 Days/week
in past year, # Correct
400 pg/kg 23.248.4 373.7+101.6 | detections on Before
DAT (~28 mg) 21 [19-38] occasions/year, | secondary 0.5-2.5 Decreased THC dose (63)
5.0+3.9 task
joints/occasion
>4 Days/week
in past year,
400 pg/kg 23.248.4 373.7£101.6 i Before
DAT (~28 mg) 21 [19-38] occasions/year, RT 0.5-2.5 Increased THC dose (63)
5.0£3.9
joints/occasion
Reaction Time/Motor Impulsivit
250 po/kg i >5x in past
SST (~17.5 mg) 11 19-29 year Stop RT 05 +17.5+£17.2 msec Placebo (41)
ssT 2501glkg |49 | 1999 ZXinpast | g0 py 15 +10.9+22.9 msec | Placebo | (41)
(~17.5 mg) year
250 po/kg i >5x in past i
SST (~17.5 mg) 11 19-29 year Stop RT 35 3.3+20.1 msec Placebo (41)
ssT 2501glkg |49 | 999 ZXinpast | g0 py 55 +48+114msec | Placebo | (41)
(~17.5 mg) year
500 ug/kg i >5x in past
SST (~35 mg) 11 19-29 year Stop RT 05 +60.6+21.6 msec Placebo (41)
SsT S00pokg 144 | 999 z3xinpast | g0 pT 15 +64.6+25.0 msec | Placebo | (41)
(~35 mg) year
500 ug/kg i >5x in past
SST (~35 mg) 11 19-29 year Stop RT 35 +12.9+12.0 msec Placebo (41)




Task

THC Dose

Age (years)
MeanzSD,
[Range]

Cannabis
History

Measure

Time (h)
After THC
Dosing

Outcome

Relative to

Ref.

SST

500 pg/kg
(~35 mQ)

11

19-29

>5x in past
year

Stop RT

55

+7.0+17.9 msec

Placebo

(41)

SST

500 ug/kg
(~35 mg)

12

22.8+2.3

<1Day/week,
55+36
occasions/year,
1.2+0.5
joints/occasion

Stop RT

0.58

~ +25 msec

Placebo

(%)

SST

500 ug/kg
(~35 mg)

12

23.2+3.3

>4 Days/week
in past year,
340+86
occasions/year,
2.3x1.2
joints/occasion

Stop RT

0.58

~+110 msec

Placebo

(%)

SST

400 pg/kg
(~28 mg)

21

23.2+8.4
[19-38]

>4 Days/week
in past year,
373.7£101.6
occasions/year,
5.0£3.9
joints/occasion

Stop RT

ns

Before
THC dose

(63)

SST

400 pa/kg
(~28 mg)

21

23.2+8.4
[19-38]

>4 Days/week
in past year,
373.7£101.6
occasions/year,
5.0£3.9
joints/occasion

Commission
errors

1-3

ns

Before
THC dose

(63)

4Denotes times after smoking initiated

®Denotes times after smoking completed

‘Ac: Critical frequency (tracking frequency at which control loss occurs)

Abbreviations: THC: A’-tetrahydrocannabinol; SD: standard deviation; ns: not significant; WCS: Wisconsin Card Sorting; DSST: Digit Symbol
Substitution Test; RT: reaction time; CTT: critical tracking task; DAT: divided attention task; SST: stop signal task




